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PICO plus / PICOTT

P.I.C.O. Model for Clinical Questions

How would | describe a group of patien

Patient, Population, or Problem

Intervention, Prognostic Factor, o
I Exposure

Comparison or Intervention (if a

ppropriate)

Outcome you would like to meas
ure or achieve

What type of question are you

asking?

Type of study you want to find

ts similar to mine?

Which main intervention, prognostic fact
or, or exposure am | considering?
What is the main alternative to compar
e with the intervention?

What can | hope to accomplish, measur
e, improve, or affect?

Diagnosis, Etiology /Harm, Therapy, Pro
gnosis, Prevention

What would be the best study design
/methodology?



CLINICAL RESEARCH ARTICLE

ACTIVExtend: 24 Months of Alendronate After
18 Months of Abaloparatide or Placebo for
Postmenopausal Osteoporosis

Henry G. Bone,' Felicia Cosman,”* Paul D. Miller,> Gregory C. Williams,®
Gary Hattersley,® Ming-yi Hu,® Lorraine A. Fitzpatrick,° Bruce Mitlak,®
Socrates PapapnuIDS,? René Rizzoli.® Robin K. Dore,® John P. Bilezikian,'®
and Kenneth G. Saag'’

JCEM Auyovotoc 2018




P: Meteppnvonavaolakn ooteonopwon umo ABL A placebo (n=1139)
(>80% cuppodpdwon otnv ACTIVE)

I ALN (70 mg/wk)

C: ALN (70 mg/wk)

O: N€o omovOUALKO KaTaypa

T: Oeparmeia

T. Enéktaon RCT / open-label (2 €tn)

ACTIVE ACTIVExtend
(a)

6-month interim

analysis*

i |
_5 PBO (n=821) : : ALN 70 mg weekly (n=581) :
© 1 I
2 11 i

. . . | i

g Teriparatide 20 pg daily SC (n=81 E]} 1 I
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An off treatment period of up to 40 days
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ARR — NNT (yia ommovOuAika

e ACTIVE (18 urvec)
_ ARR = 3,6% (vs. RRR = 86%)
_ NNT = 27

o ACTIVExtend (43 pnAveg)
— ARR =4,7% (vs. RRR = 84%)
—NNT =21
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Mean Percent Change in BMD at LS
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ORIGINAL ARTICLE JBMR I

Effects of 24 Months of Treatment With Romosozumab
Followed by 12 Months of Denosumab or Placebo in
Postmenopausal Women With Low Bone Mineral
Density: A Randomized, Double-Blind, Phase 2, Parallel

Group Study

Michael R McClung,'? Jacques P Brown,® Adolfo Diez-Perez,* Heinrich Resch,” John Caminis,®*
Paul Meisner,® Michael A Bolognese,” Stefan Goemaere,® Henry G Bone,” Jose R Zanchetta,'®
Judy Maddox,'" Sarah Bray,'? and Andreas Grauer''

JBMR Auyovuctoc 2018




P: Meteppnvonauvolakn ooteonopwon urté Rmab 1 ALN/Rmab r placebo
(n=260) (emhoyn: oxL #, oxL eAattwaon BMD >7% amo baseline)

I Dmab

C: Placebo

O: ANayn o LS BMD
T. Oeparmeia

T: Enéktaon RCT / RCT (1 €t0g)

12 24 36
Baseline months months months
Placebo QM* @
Placebo
Placebo Q3M* @ SC Q6M
Romosozumab 70 mg QM®
Romosozumab 140 mg QM* @ 11
Romosozumab 210 mg QM= @
Romosozumab 140 mg Q3M* @ Denosurmab
Romosozumab 210 mg Q3M* @ 60 mg SC Q6M
ALN 70 mg Qwo @ T

TPTD 20 pg QD"

Initial Treatment Phase Denosumab

? Extension Phase

Ava-tuyxatlomnoinon




ANayn og LS BMD

== Romosozumab 210 mg QM? Alendronate 70 mg QW* = = = Denosumab 60 mg Q6MP
= Pooled Placebo® = Romosozumab 140 mg QM® === Placebo Q6M"®
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ORIGINAL ARTICLE BMRPLUS oy vassa:

Efficacy of Switching From Teriparatide to

Bisphosphonate or Denosumab: A Prospective,
Randomized, Open-Label Trial

Rui Niimi,' Toshibumi Kono,' Atsushi Nishihara,’ Masahiro Hasegawa,? Toshihiko Kono," and Akihiro Sudo?

JBMR PLUS ZemteuBproc 2018




e P: Meteppnvonavolakn & avdplkn 0oteonopwon peta 24unvn TPTD
(n=300: 265/35)

(emthoyn: OxL #, oxL eAdttwon BMD >7% amno baseline)
* |:Dmab

C1: ALN (35 mg/wk), C2: MINO (50 mg/mo)

O: AMayn og LS & FN BMD

T. Oeparmeia

T: Open label (1 €tog)
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Osteoporosis International
https//doi.org/10.1007/s00198-018-04833-3

ORIGINAL ARTICLE

Treatment with zoledronic acid subsequent to odanacatib
prevents bone loss in postmenopausal women with osteoporosis

AS. Koldkjeer Selling ' - T. Harslof ' - B. Langdahl’

Osteoporosis Int lavouaplog 2019
Ahead of print




* P: Metepunvonauaotlakn ooteonopwaon (N=67)
(neta tnv dakomn LOFT & LOFT extension trials:
ODN (7 €tn) vs. placebo (5 €tn)/ODN (2 €tn))

T: Oeparmeia

I:ZOL (5 mg v, 1 660n)
C.ZOL (5 mgiv, 1 660n)
O: ANayec oe BMD kot BTM

T. Enéktaon RCT / open-label (1 €tog)

All women ODN-ODN PCB-ODN

(n=67) (n=39) (n=28)
Age 78 (77-79) 78 (77-79) 78 (76-80)
Weight (kg) 60 (58-63) 61(58-65) 59 (55-64)
Height (m) 160 (158-161) 159 (157-161) 160 (158-162)
BMI (kg/m?) 24 (23-25) 24 (23-26) 23 (21-25)
LSBMD (g/cm?) 0.932 (0.892-0.971) 0.954 (0.898-1.01) 0.898 (0.842-0.954)
THBMD (g/cm?) 0.708 (0.688-0.728) 0.716 (0.689-0.743) 0.700 (0.669-0.731)
FNBMD (g/cm?) 0.592 (0.574-0.609) 0.599 (0.573-0.625) 0.581 (0.558-0.603)

Results are presented with mean values and 95% CI. BMI, body mass index; BMD, bone mineral density;

LSBMD, BMD lumbar spine; THBMD, BMD total hip; FNBMD, BMD femoral neck
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Osteoporosis International (2018) 29:1627-1636
https://doi.org/10.1007/500198-018-4492-y

ORIGINAL ARTICLE

@ CrossMark

Impact of switching oral bisphosphonates to denosumab or daily
teriparatide on the progression of radiographic joint destruction
in patients with biologic-naive rheumatoid arthritis

K. Ebina’(® - M. Hirao ' - J. Hashimoto? - H. Matsuoka' - T. Iwahashi’ - R. Chijimatsu’ - Y. Etani' - G. Okamura’ -
A.Miyama’ - H. Yoshikawa'

Osteoporosis Int loUAwog 2018




P: FTuvaikeg pe PA umo dipwodoviko (N=90)
(eAeVBepn ocVotaon Bepamovtoc 1) emtloyn acBevoulg)
11: Dmab (60 mg/6mo), 12: TPTD (20 ug/d)
C: Zuvexiwon dipwaodovikou
O: Modified total sharp score (mTSS)
T: Oeparmeia
T: Avadpouikn case-control (1 €toc)



A12 months mTSS
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A12 months JSN
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Modified joint &
Modified erosion scores

Modified Sharp joint space

narrowing score
(change from baseline)
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A12 months ERO
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BTM
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Calcified Tissue International (2019) 104:251-261
https://doi.org/10.1007/500223-018-0497-y

ORIGINAL RESEARCH

@ Crosshark

Sequential Treatment with Eldecalcitol After PTH Improves Bone
Mechanical Properties of Lumbar Spine and Femur in Aged
Ovariectomized Rats

Sadaoki Sakai'- - Hiromi Hongo® - Tomomaya Yamamoto* - Tomoka Hasegawa? - Satoshi Takeda’ - Hitoshi Saito? -
Koichi Endo® - Kenji Yogo' - Norio Amizuka?®

Calcified Tissue Int NoguBproc 2018
Ahead of print




* P:Melpapatiki LETEULNVOTIOUOLAKE ooTeoTtopwon (N=76)

(6 unvwv Wistar-Imamichi rats peta wobnkektoun, Anyn PTH ywa 4
eBbouadeq)

e |1: PTH-PTH, 12: PTH-ELD (vt @AAeg 4 eBSouadeg)

C: PTH-Vech (yia dAAeg 4 eBdouadecg)

O: ANayec oe BMD kot mooooto enitevénc otoxou T-score

T: Oeparmeia

T: Nelpapatiki mopepPaong

PTH: sub, 10 pg/kg/d, 5 dopec/epfd
ELD: po 20 ng/kg/d, 5 popéc/epd




DXA

A L2-L4 BMD (mg/cm?) B Whole Femur BMD (mg/cm?)
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Lumbar (L5)

Femur (Left)
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Mpoocexwc...
Zoledronic Acid to Maintain Bone Mass After
Denosumab Discontinuation (AfterDmab)

Zolendronic acid 5 mg

N (0 m) Follow -up

Denosumab

(only)

until osteopenia
Denosumab 60mg Follow-u
(Om, 6m) P

0 month 12 months 24 months

(Baseline)



Alodoyikec Beparelec

e OoteomoOpwon: xpovia nabnon = xypovia
Oepaneia

e OLaoBeveic Ba ypelaotouv Beparmeia mBavwc
ylat 30-40 €1n

— Kapio umtdpyovoa Beparmeia dev €xeL evdeleén >10 €tn

e AvaBoAwkn Beparmeia wc tpwtn entloyn os
acBeveic upnAou plokou

F Cosman, Curr Opin Rheumatol 2018
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